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A. . .CONTROL 

B. .. POLYPEPTIDES 

C. .. TIME (DAY) 

D. ..THE INHIBITION EFFECT OF NON-T 

CELL BINT) IN G PEPT1DR(267A) TO 
COLLAGENIC ARTHRITIS (CIAJTNFa 
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O (57) Abstract: The invention provides a non-T cell binding peptides and their analogs used for treatment of rheumatoid 

O arthritis. The polypeptides therapeutic agent can specifically inhibit abnormal tmmunoreaction of the rheumatoid arthritis, and 

^ fundamentally control the progression of this disease aimed at the initiating.factor of the disease development. 
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£tSKft&^4Mf 0.34%, ^m^l&SQO 7f&%, 
93%. ttAttjfc*tt^^£^4&3rti "SlUfiL— 

^ y 'If ^ £ tfj . £ Jlkil i£^L ft tft **ltS. 

*fMJ**J*.a*&*»? -^^^^#^J3»JAit5t#f'J dna ^A/- 

«*/S*;ite#*fl,a£1ir*.*$# T fej&tir-d'jik. Wtitfl, 
J&fe##MM HLA-DRpl £^mT ^B^t^^iRif'J 



WO 2004/003007 



j^ZUm®^ " # T ^*t SEQ ID N0S:l-7 

t^^—^^^^^^-^f^^^^^ HLA- DR31 

^%LW3L%:]k-mft%M. (A) jMNSUB. (G) CII fcfytiL*? 

^J? HLA-DRpi ^-^-it^gk, ^jtb^^— ^#^<5L^ HLA-DRpl 

tbttki toJMt#&>»\til en WlttW'J^ 
-b*M£ T £w/&££^J!M267A* 268A, 269A> 270A> Mut269-270> 
Mut268-27(h Mut267-270) , & ft &\%J& 

HLA-DRpi , fafc&MJSL T M&%.faJLfr^-^n tf}ft5.i?,M%'£&- 

Xffl^iJL^^^ — -pa*r T *»j|fcN-4t/RW<*^A.-f-, *MMl* T 

C&iaLfl, HLA-DRpi 70 - 74 4Mk*Jfc^#— Ut^W^^J 

QK/RRAA (f?p Gln-Lys/Arg-Arg-Ala-Ala, ^^^-^^/^^ 

#*fc*H#*]i? HLA-DRpi4fc*g-£# 

Wucherfennig #-^^J:^^^it>f ?'J t $\iE.fc#G$^ 71 
iS&(Lys & Arg) A.^*^^*^ 0 ^. 
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itit X &MM%L%J$ HLA-DRpi - &&~3Mfc&&&*foih*ftfL2L 
$L, ^*JHLa^iMa^ HLA-DRpi (DR4/DR1) JH-fato&Ml&ft. 
^&J!MM^Ji^##&, &&&4£ II glfe/ft (ClDJSUfrfr 
jb&&4f :0 - lt> .»J&&Bk¥i3.fr#ftm l)TJ*L,Phe 263 (Pl),Glu I66 (P4) 
jfp Gly 271 (P9) HLA-DRpl frf-, £-*P&-*paSfc/Ufc 
to&&&J^tt*mJlWfa--W&'% HLA-DRpl fygLtf} 

P4 , P9 HLA-DRpi ££r^4?t>& 6V' P t . ^ P4 (Glu) 

HLA-DRpi Ji$\iE%#G^ 71 (Lys 7 i)*l>$P, *&&ii&3M* 

^tftfUt**^. flib, GlUiM-q-jfeJtCII £jH^£-DRpi 
i^ (1314) „ 4Ut*WJfcifc— jNsMB, CIIi**Gln 1H .Gly M „ Pro»,^ 
Lys,,,^ T ^M^^, -*-JStT*9Jlfc*^ OM4) . CII £ 

J&tM^ HLA-DRpl 1&&tf]&M.$L% Phe 263 , Gly 265 , Glu 266 ^Gly 2 „, 
Glu 272 , ifiii^^ T &JJ&£#J#^#r.&&&# Gln 267 , Gly 268 , Pro 26 „ 
Lys 270 1) o 

41. CI I ^-^ T (TCR) jfc HLA-DRpl 

DRpl DRpl DRpl DRpi DRpi 

t t t t t 

F K G EQGPKG E 
263 264 265 266 267 268 269 270 271 272 

I I I I 

TCR TCR TCR TCR 

* F=Phe , K=Lys , G=Gly (-thg^&O , E=Glu , 

Q-Gln(#4Mfc»fc), P=Pro GSWMfc) , R=Arg (##,§£) , A=Ala(^#«g£) 
Jt-f «* -fc*fr«flfcJM*» *#J!B A.# CII J&t J? T *Bj&SNM*^ 

MKT **Jl&Mtetb4Uk3MftM&L (A) jR-MM* (G) flfcfc 

HLA-DRpi *&&—WSLJ% DRpi ftZ^k 
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HLA-DRpi, ±-$->\k4(?® %%$lfeJ5 HLA-DR01 6^^ 0 
HLA-DRpi ^^t\^St^^^^\^itf]^^mk 

F K G E A G P K G E ( SEQ ID NO: 1), FKGEQAPK 
G E ( SEQ ID NO: 2 X F K G E Q G A K G E ( SEQ ID NO: 3), FK 
G E Q G P A G E ( SEQ ID NO: 4 X F K G E Q G A A G E ( SEQ ID 
NO: 5 ), F K G E Q A G A G E ( SEQ ID NO: 6 ) F K G E G A G 
A G E (SEQ ID NO: 7) £ Bl. B^VA^ &%L*M% 

HLA-DRpi 6^#^^J QK/RRAA (P? Gln-Lys/Arg-Arg-A la-Ala) 

50-200^g/#, dMfejfr i00M. g />t 0 ;MNUM^A4M*/M-ti*£ 
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S i • £iiLjM$ HLA-DRpl i^tft £ J&( CI I , HSP7 0 , C 1 i p , 
HA, HB) ^^m^^o 5 

tftktflMtnte. &4*¥i% 1(P1), 4(P2), 9 ( P9 ) 4MUUtW 
^HLA-DRpi^, ^&^N^4Mi&^ltA. ft&tM^&L 
WmZ^fa— HLA-DRpi^^ TCR ^"lij, #i]$tT tefaiftft 

ft (Immunity 7: 473-81, 1997 ). 

12. CII ^JIU? HLA-DRpi i*^i#i&#^iM*Jo CII^^PK 
P4 ^P9 ^#J££-&^ HLA-DRpl t. P4 (Glu, 

^#&#) -^HLA-DRpiJi^Lys„ (^iE^#) ^^i^^jfa^^.^. 
(Immunity 7:473-81, 19.97). 

@ 3. # T i®Jl&1£&nkM CII T &lJl&$tftttmtf) tb 

%L. J? CUJ&J$Bk^tk, Mut267-270, Mut268-270, Mut269-270, 
269A ^ 270A ^ ^^b^^. T iBlJ&%tteftft . 

®4. # T ^/&^i&*t T ^^^t^6^^'J^ . T tojfe 

^ t ^ji&^t^ & m,^- is) mt &t , # t m&tk&fkyr 

WM.$?%mi& DRpi T imfomt^R , »*7 JL, il#^f-J#^ 

@ 5. CIA>fc^A^tfft/ft£3£# f fc. HE 

0 6. # T ^&^/&(267A) tfj&m*.^ & (CIA) 6f;£*T 
3^^r^L^ 8, 10, 12, 14 Qtf&&Jftjfc^fc&i>&.vf- 1 fr 
ftfy&^&^ms. (p<0. 05 & 0. 01) ; 8 16 A, 

CIA «Wf ♦JSL^H&-f 3 (p<0. 05) . 
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H7. # T £ffJ&^JlM267A) xWS'&£1*A (CIA) TNFaj*^ 
(p<0. 05); ^&^^^iE^>^«iMBrti*.Jt^ltil^-. 
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l!fc£^£X# <4 - 5> '" u) ej«Li£93 , CI I £ J&+ 267-270 

Flechsler ^ (14) #Li3t# S^^AT— ia4s^^^— A*>h-IL*;isft. 
(CII267-270) T feJ&JM-jlfc. (412). #4fcJ&it*£jlM$ 

i5Ui#3Mt*., dMMMfc (K) (E) , fcf-*Af*MUfc. 

J&*^lWtt¥«UUfcOO* MUfcCWK Jft^S-tft*. 



41 2. # T ^J&^flWiJlit 





26 


26 


26 


26 


26 


26 


26 


27 


27 


27 




3 


4 


5 


6 


7 


8 


9 


0 


1 


2 


CI I WTM 


F 


K 


G 


E 


Q 


G 


P 


K 


G 


E 


267A 










A 












268A 
269A 












A 


A 








270A 
Mut269-270 














A 


A 
A 






Mut 268-270 












A 


G 


A 






Mut 267-270 










G 


A 


G 


A 







( 267-270) 6*J*fi4Uft. (A) */*MMMft. *^***|» 
+J T ktitokSfrtiiftM, #t 267A^.Mut267-270 £jfc#JMMM*.ei 



-7 



WO 2004/003007 ^^PCT/CN2 003/000496 



&%Lfr) 2: T ^£ir^J&*|- T ^l^V^^'J-ft^ 

;t T 6?JI&itJiUSl6 £w;i&4H£ (IL) -2 jMMfr»!l# T &9J!&&^Jlbtfr T 
XhM.Hr #p # M > t *MJ 8* T « 1^ -t i^T # 4fc/fc JL it 



4fc**tS.*BJl&: L57. 23 tRJR] HLA-DR1 (DR1 
Pries s #wJf&: iR#J HLA-DR1/4 (EBV 

T £wJ&: 3. 19 £»J!fc: HLA-DR1 #Jf-«)± T 

3838 £flJ!&: HLA-DR4 T 



#t L57. 23 M&J? 3. 19 InJMf — #^4€J.^L T 
Priess £«J!&^ 3838 — #££L„ i&s±Ms$Uis£-fejft# T 

^^^^^>^^ T feJ&jft^/fJ^ttiUf-, ^i^tfcxt T 

(10|ig/ml)^L^^T^, 37'C^^48'J>Bt, ^Jiyfr, 
iMfe&M*** IL-2#Jj#£gJ&(CTLL) t, yE^^^I^ (MTT) «>J 
CTLL taJ&fttiLtit .^^7#F# T kU&&&Rk*t T &J&&$£6$#H8»] 

its. 

■^9flu^^.*JS.^.>S^DRpi ££^#^400>200>80>4(K20ng/ml 
ift SMLT T#J T Mfctt *t ft , Jl vfr t *| $L A Mr I L-2 *A , 

t IL-2 iMUMHft-f /R^Jft. (P<0. 01) (S 3) . T fe/fegr^JIfc. 
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DRpi £#^J&6$ T &lJ&m£ftM , fl&JL, it##^]#^INL#T 
267 # T M&i&& & jfcfe *r /BUfcifcS- <tt A * & , 

CII263-272 jUMMf II £JMti4MMM&. ^^t^^t-^ T £g 

# T ABjJ&^^At^r^^feA^-f-^, HLA-DR1/DR4 ^-f-tfj i) 

3: 4s*.W* T ^^^^^i^T^A^^J^ 
IL-l)7jC^if^, 3i^^Jgfc^J^M^" 3 j5rA^#4iE^3£^.>ffc (0 /StB*, 

«*+CII #-f-Wistar 

te^A (CIA), j»j&jUM«t* T ta**^JM"*1f A^l,* 

(1) gllHi^A^WJI^^: 
(CIA) (1M4) „ $*5Mb;fr4ra*HtBl Wistar ^^^^1907 
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_ t 

8-10 $*&HW'&*-&, ^ i80±10g o *Jfr+*^ 

^ Sigma ^^^#4" II ^JBL/p, C1188), ^iLzMOt 

«*jl¥-«&A 8mg/ml &ft$-#ifrtfl%,<kfcAMM (Difco, 

^##, ^Sl) Wistar ^^^^>^^>i# 100,0.1 

$L4fc*b, iMH'J*^ 400^1/*. 4^^A^*AT Wistar 

(2) Xt^ilitf-^H*: 

CII ij§--f-T Wistar *JL#&1* 15 it, ^^.H,** 

*/MMM*4* 0-4 *t o=&t^^», i= l-HWlMfc. 

2= 2 'HMtttJIfc, 3= 3 4= ^z&WJJfc, 

/MW*. &&&&&&&& ft fcfr*Wfr£ll>T*ft&\. ^&'&Je 2 

(3) # T^J&^tot Wistar fcfctt^ 

■f Wistar *.E.*3L£1FAtt# 4-7 ^, # A St^A^ 

M^4M, #t 3^^ia, i>f*frjR*R, -aNaio*, f»3^ 

-f ^&>€#^j£T>i## T toJfo&4hVk 267A, SMtifrJfl 5*U£i&i&7jc 
$Mf , 3 ^^JL^^^JL^'J^ 100(ag /ml, 500^ig /ml , lOOOjag 

/mi, loo^i, xfrJR*&&#$&&. #^ 

4MR*4b, ^ W ATf#^rMiLi^? i6§ t i # 
£-f&T?fr. tefi 1* ^fcfitfciftW, %pJ\>ft*L, ^JTNFa^IL-2 
ELISA ^llr^MW^, J^iD^'J^-jkvfrt^^^ 

(4) SPSS4t^fc«Ufc^4t. 

(5) ^^#T^^^^^^^^^J^^ 

40XiM*- Wistar ^ 
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l>K#*HitUB., ^ 3>Mr;£?r£L, »10^. 3Hlft<M^' 
£*fc-267AtfaML^&'J# 100|ig/mK 500ng/mU 1000^ig/ml, 

5), i*3ttA'ffcJ5^JH'JlM.JM8*. 3^Mf^^2^l^ 

3). s^^te^A^IMM^it^ftf-^JRte (p<o. 05), 

10, 12, 14 El (ti&&tfm+fr£¥&.^fr#3&&i&-?*flSLj& 
(p<0. 01); 3 ^i&fiM lOO^g /ml *J*to^^j& 
TNFa^^.^-^^mto(p<0. 05) (£ 7). ii^^^iE^, # T £w 
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U QK/RRAA (£p Gln-Lys/Arg-Arg-A la-Ala) 

F K G E A G P K G E (SEQ ID NO: 1) 

F K G E Q A P K G E ( SEQ ID NO: 2 ) 

F K G E Q G A K G E (SEQ ID NO: 3) 

FKGEQGP AGE(SEQ ID NO: 4 ) 

F K G E Q G A A G E ( SEQ ID NO: 5 ) 

F K G E Q A G A G E (SEQ ID NO: 6) 

F K G E G A G A G E ( SEQ ID NO: 7 ). 

afc. 
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"HI. ej£jL(ftJ% HLA-DRpl &&tfj3L^£jik (CII, HSP70, Clip, 
HA, HB) ^JMfcfttifttil < &. 
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ffl 2. CI I ^#M7 HLA-DRpl 
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0 3.1 6.3 12.5 25 50 
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a 3. mr mm^ikH cn mm&sm t mvmmwm & im 




0 2 10 50 100 500 



270A£»££( Jig/ml) 

B4. mTmmig&jikftTmjimmMmmm 
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140. o r 



120.0 - 

TNFa 100 -° * 

(pg/ml) 80 -° " 

60.0 - 

40.0 - 

20.0 - 

0.0 - 




MM (10|ig) 
1 2 4 6 8 10 12 14 16 

mm 



0 7. # T mm^J\k(267A) Mi&WM^ik (CIA) TNFaJ^^ WWlftfl^ffl 
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mm 



<110> 



<120> 



<130> 

<140> PF030044 

<141> 2002-06-22 

<160> 7 

<170> Patentln version 3. 1 

<210> 1 

<211> 10 

<212> PRT 

<213> AI^'J 

<220> 

<223> -£tf& 

<400> 1 

Phe Lys Gly Glu Ala Gly Pro Lys Gly Glu 
1 5 10 



<210> 2 

<211> 10 

<212> PRT 

<213> xxftm 

<220> 
<223> 

<400> 2 

Phe Lys Gly Glu Gin Ala Pro Lys Gly Glu 
1 5 10 



<210> 3 

<211> 10 

<212> PRT 

<213> KtifW 

<220> 

<223> i?J& 



<400> 3 
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Phe Lys Gly Glu Gin Gly Ala Lys Gly Glu 



<210> 4 

<211> 10 

<212> PRT 

<213> AlJ^lJ 

<220> 

<223> -kfo 

<400> 4 

Phe Lys Gly Glu Gin Gly Pro Ala Gly Glu 
1 5 10 



<210> 5 

<211> 10 

<212> PRT 

<213> Al^ll 

<220> 
<223> 

<400> 5 

Phe Lys Gly Glu Gin Gly Ala Ala Gly Glu 
1 5 10 



<210> 6 

<211> 10 

<212> PRT 

<213> Al#?ll 

<220> 

<223> <£tf& 

<400> 6 

Phe Lys Gly Glu Gin Ala Gly Ala Gly Glu 
1 5 10 



<210> 7 

<211> 10 

<212> PRT 

<213> AX&M 



1 



5 



10 



<220> 
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